Recently, studies have focused on the antitumoral activities of the antimicrobial peptides (AMPs). However, the mechanisms by which AMPs regulate cell death in mammals are not well understood. In this study, we investigated the cell death-inducing activities of four �-hairpin AMPs (gomesin, protegrin, tachyplesin, polyphemusin II) along with their linear analogues, and magainin II, a linear AMP, in the human erythroleukemia K562 cell line. Gomesin and protegrin displayed cytotoxic properties that their linears counterparts did not.
Linear-polyphemusin II was inhibited by necrostatin-1. Conversely, treatment with higher concentrations of AMPs, above the EC 50 , primarily resulted in cell membrane disruption, but with different patterns of action for each AMP tested. Thus, at low concentrations of AMPs the induction of the controlled cell death prevails, but at higher concentrations of it the direct disruption of the cell membranes is the most favorable mechanism.
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